The absence of hypocretin neurons could be due to a Narcolepsy is a sleep disorder characterized by excesnumber of factors, including degeneration of hypocretin sive daytime sleepiness and unusual patterns of REM neurons, failure of hypocretin neurons to develop, a resleep. Narcolepsy is often associated with cataplexy, a duced synthesis or release of the peptide, or some mutasudden loss of muscle tone evoked by strong emotion. tion in the DNA sequence coding for hypocretin. SevDuring attacks of cataplexy that last a few seconds or eral lines of evidence support the hypothesis that minutes, narcoleptics are conscious of their environhypocretin neurons may degenerate in narcoleptics. ment but unable to move. This condition appears to be Thannickal et al. find about 10% of the normal number related to muscle atonia that occurs during REM sleep. of hypocretin neurons in narcoleptics, suggesting that the peptide was at least synthesized by a small proportion of neurons, arguing against a total absence of hypo-*
of hypocretin neurons in narcoleptics, suggesting that the peptide was at least synthesized by a small proportion of neurons, arguing against a total absence of hypo-cretin neurons from birth. The detection of an increased cators of neuropathology including HLA-DR microglial labeling, tumor necrosis factor in situ hybridization, thioimmunostaining of astrocytes in the hypocretin area of the brain of narcoleptics also argues in favor of some nin, and crystal violet staining and reported no local pathology in narcoleptics. Unlike Thannickal, Peyron did type of postnatal degeneration. That narcolepsy is due to postnatal neuron loss is consistent also with the wide not find enhanced GFAP staining. Together, the data imply that although cells were lost at an earlier time range of ages at which the disease generally is first detected, usually in the middle teenage years. Most narpoint, suggested by the GFAP staining of some but not all of the brains, no continuing state of degeneration coleptics appear to have regular sleep-wake cycles in their earlier lives, suggesting that the hypocretin system or immune response is found in narcoleptic brains. An inherent complication in these studies is that the brains may be normal for many years prior to the development of narcolepsy. That the absence of releasable hypocretin were obtained many years or decades after the disease was detected, at a period when a local immune response can precipitate narcolepsy at very early ages is suggested by the detection of narcolepsy in a 2-year-old to dying cells would have been obscured by the passage of time. Differences in the two studies could be due child (cataplexy found at 6 months of age) with a mutated signal sequence ( 
